Supplementary Figure S7. Forest plot: Subgroup analysis, factors related to antipsychotic use

and dose reduction strategy

D. Actual proportion of reduction

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1>=52%
Hogarty 1988 9 v G 33 19.8% 1.34 [0.53, 3.36] T
Kane 1983 26 G2 3 64 15.2% 8.95[2.85, 28.09) e —
Wang 2010 149 120 10 129 251% 2.04[0.99 4.21] T
Subtotal {95% CI) 219 226 60.1% 2,73 [0.99,7.51] e —
Total events 54 19
Heterogeneity: Tau®= 0.8, Chi*=7.31, df= 2 (P=003), F=73%
Testfor averall effect: Z2=1.94 (P = 0.04)
1.1.2252%
Cookson 1987 3 9 1 9 6.1% 3.00[0.38, 23.68]
Inderhitzin 1994 g 20 4 17 18.2% 1.06 [0.34, 3.34] I —
Rouillon 2008 4 44 3 48 11.0% 1.31[0.31,58.53] e —
Takeuchi 2013 1 3 1 a0 37% 0.97 [0.06,14.78]
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 3.9% 1.09[0.08,15.41]
Subtotal (95% CI) 137 133 39.9% 1.28 [0.60, 2.73] i
Total events 14 10
Heterogeneity: Tau®=0.00; Chi*=0.81, df=4 (P=0.94);, F=0%
Test for overall effect: £= 065 (P =052
Total (95% CI) 356 359 100.0% 1.97 [1.14, 3.42] -
Total events 63 29
R
- . o Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=1.36, df=1 (P=0.24), F=26.9%
1.2 Hospitalization
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 >=52%
Faraone 19849 4 22 1] To123% 313[0.19,51.93]
Inderhitzin 1994 3 20 4 17 33.4% 0.64 [0.17, 2.46] L
Kane 1983 7 G2 1] B4 121%  15.481[0.90, 265.33] +
Rouillon 2008 4 44 3 48 311% 1.31[0.31,5.53] —
Takeuchi 2013 2 3 1] o 111% 4.84 [0.24, 96.849]
Subtotal {95% CI) 184 166 100.0% 1.79 [0.60, 5.30] —~ail——
Total events 20 7
Heterogeneity. Tau®=0.45; Chi*= 5649 df=4 (P=022);, F= 30%
Testfor averall effect: Z2=1.04 (P = 0.30)
1.2.2 <52%
Subtotal (95% CI) 0 0 Not estimable
Total events 1] 0
Heterogeneity: Mot applicable
Test far overall effect: Mot applicable
Total (95% CI) 184 166 100.0% 1.79 [0.60, 5.30] ol
Total events 20 7
Heterogeneity: Tau®= 0.45; Chi*= 569, df= 4 (P=0.22); F= 30% ID P 051 150 00

Test for overall effect. Z2=1.04 (P =0.30}
Testfor subaroup differences: Mot apnlicable

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction Maintenance Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

2.1.1 >=52%

Hogarty 1988 16 ar 14 33 224% 1.02 [0.59,1.74]
YWang 2010 44 120 41 129 55.3% 1.15[0.82,1.63]
Subtotal (95% CI) 157 162 77.7% 1.11 [0.83, 1.49]
Total events 60 55

Heterogeneity: Tau®=0.00; Chi*=014, df=1 (P=071);, F=0%
Testfor overall effect Z=0.72 (F=0.47)

2.1.2 <52%
Hirschowitz 1997 1] g 0 16 Mot estimable
Inderhitzin 1994 1] 20 0 17 Mot estimable
Rouillon 2008 3 44 4 48 3.2% 073017, 311] S E—
Takeuchi 2013 2 3 ] a0 2.7% 0.39[0.08,1.84] -
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 3 11 4 12 4.2% 0.82[0.23, 2.87] S
Yamanauchi 2014 24 1o g B2 12.2% 1.84 [0.88, 3.84] T
Subtotal {95% CI) 237 202 22.3% 1.02 [0.52, 2.02] e
Total events 32 21
Heterogeneity. Tau®=0.13; Chi*= 410, df= 3 (P=0.258), F=27%
Testfor averall effect: 2= 0.06 (P = 0.96)
Total (95% CI) 304 364 100.0% 1.12 [0.87, 1.45] <>
Total events 92 76
Heterogeneity: Tau®= 0.00; Chi*= 4.25, df= 5 (P = 0.51); F= 0% ID o 051 150 1DD=
Testfor overall effec.t: =087 (p:. 0.38) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=0.05, df=1 (P =082, F=0%

2.2 Study discontinuation due to inefficacy

Dose reduction Maintenance Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.21>=52%
Hogarty 1988 9 v G 33 29.3% 1.34 [0.53, 3.36] —
Wang 2010 149 120 10 129 47.3% 2.04[0.99 4.21] — i
Subtotal {95% CI) 157 162 T76.6% 1.74 [0.98, 3.07] "-
Total events 28 16
Heterogeneity: Tau==0.00; Chi*= 040, df=1 (P=0.48);, F=0%
Testfor averall effect: Z2=1.90 (P = 0.06)
2,22 <52%
Hirschowitz 1997 1] g 0 16 Mot estimable
Hogarty 1995 2 28 3 29 B5% 0.69[0.12, 3.83] E—
Inderhitzin 1994 1] 20 0 17 Mot estimable
Rouillon 2008 1] 49 0 48 Mot estimable
Takeuchi 2013 1 Kl 1 an o 33% 0.97 [0.08, 14.78]
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 3.5% 1.09[0.08,15.41]
Yamanauchi 2014 3 1o 2 62 8.0% 0.92 [0.16, 5.36] —
Subtotal {95% CI) 265 231 23.4% 0.86 [0.31, 2.40] "*"
Total events 7 7
Heterogeneity: Tau®= 0.00; Chi*=0.11, df= 3 (P =094}, F=0%
Testfor overall effect Z=0289{P=077)
Total (95% CI) 422 393 100.0% 1.47 [0.90, 2.42] L
Total events 35 23
Heterogeneity: Tau®= 0.00; Chi*=1.99, df= 5 (P = 0.85); F= 0% ID P 051 150 1DD=

Testfor overall effect Z=1.52 (F=0.13)
Testfor subaroup differences: Chi*=1.38,df=1 (P=024), F=277%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.3.1>=52%

Wang 2010 g 120 g 129 86.2% 1.07 [0.42, 2.77]

Subtotal {95% CI) 120 129  86.2% 1.07 [0.42, 2.77]

Total events g 8

Heterogeneity: Mot applicable

Testfor averall effect Z=0.15 (P = 0.88)

2.3.2 <52%

Hirschowitz 1997 1] g 0 16 Mot estimable

Hogarty 1995 0 28 1] 28 Mot estimahle

Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 2 44 1 48 13.8% 1.96 [0.18, 20.90]

Takeuchi 2013 1] M 0 30 Mot estimable

Uchida 2006 1] 17 0 17 Mot estimable

Yamanouchi 2014 1] 1m 0 62 Mot estimable

Subtotal (95% CI) 254 219 13.8% 1.96 [0.18, 20.90] ——e
Total events 2 1

Heterogeneity: Mot applicable

Testfor averall effect. 2= 0.56 (P = 0.58)

Total (95% CI) iT4 348 100.0% 1.17 [0.48, 2.82] i
Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P= 064}, F=0% 'D.D1 071 1-D 1DD'

Testfor overall effect Z=0.35(F=0.73)
Testfor subaroup differences: Chi®=0.21

3. Psychopathology
3.1 Total

Dose reduction

Ldf=1 (P =064, F=0%

Maintenance

Std. Mean Difference

Favours dose reduction Favours maintenance

Std. Mean Difference

Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.1.1 >=50%

Wang 2010 1.3 143 1200 12 1387 129 203% 0.18[0.07, 043

Subtotal (95% Cl) 120 120 20.3% 0.18 [-0.07, 0.43]

Heterageneity: Mot applicable

Testfor averall effect Z=1.39{P=017)

3.1.2 <50%

Rouillon 2008 -54 10 49 -B4 184 48 178% 0.07 [-0.33, 0.47] —_—
Takeuchi 2013 -67 103 31 -7 B9 30 159% -0.11 F0.61, 0.39] e —
Walavka 2000 -6.1 82 11 -320 114 12 10.7% -0.28 110, 0.54] e e E—
Yamanaouchi 2014 -0.8 317 1M -1 581 B2 19.2% 0.14 [-0.17, 0.46] I
Zhou 2018 -6.8 g ar 35 9.5 38 161% -1.16 [-1.69,-0.67] e —

Subtotal (95% CI) 229 190 79.7% -0.25[-0.73,0.23] il

Heterogeneity: Tau®= 0.23; Chi*= 20.75, df=

Test for overall effect Z=1.03 (P = 0.30)

Total (95% CI) 349

Heterogeneity: Tau®= 0.16; Chi*= 24 76, df=

4 (P =0.0004); F= 81%

310 100.0%
5 (P = 0.0002); F= 80%

0.6 [0.53,0.21]

2 -1 0 1 2
Testfor overall effect. 2= 0.84 (P = 0.40) Favours dose reduction Favours maintenance
Testfor subgroun diferences: Chi*= 2.43, df=1({P=0.12), F= 58.8%
3.2 Positive symptoms

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.21>=52%
Wang 2010 05 48 120 0 447 129 284% 0.11 [-0.14, 0.36]
Subtotal (95% CI) 120 129 28.4% 0.11 [-0.14, 0.36]
Heterogeneity: Mot applicable
Testfar overall effect Z= 0.85 (P = 0.40)
3.2.2<52%
Cookson 1987 33014 9 1.33 206 9 6.6% 0.95 [-0.04,1.93]
Rouillan 2008 -08 27 48 08 &1 48 21.0% 0.02 [0.37,0.42] I —
Takeuchi 2013 -1 2 Kl -1.4 28 30 16.8% 0.16 [-0.34, 0.67] -1
Waolavka 2000 -1.5 4.8 11 -1 28 12 8.8% -0.12 [-0.94, 0.70] E——
Zhou 2018 -18 38 Iy -0z 22 38 18.3% -0.54 [-1.01,-0.08] e
Subtotal (95% CI) 137 137 71.6% -0.00 [-0.39, 0.39] il
Heterogeneity: Tau®= 0.10; Chi*= 916, df= 4 (P = 0.06); F= 56%
Testfor overall effect: Z=0.01 (P = 0.949)
Total (95% Cl) 257 266 100.0% 0.01 [-0.26, 0.29] *
Heterageneity: Tau®= 0.06; Chit=10.01, df= 5 (P = 0.07%; F= 50% 5_2 51 ; 15 2

Test for averall effect Z= 010 (P =0.92)

Testfor subaroup differences: Chi*= 0.22 df=1 (P =0.64), F=0%

3.3 Negative symptoms

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Std. Mean Difference

Std. Mean Difference

Testfor averall effect Z=1.20{F =0.23)

Testfor subaroup differences: Chi*= 574, df=1 (P =0.02), P= 82.6%

4.2 BARS

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.3.1>=52%
YWang 2010 -08 38 120 1.3 419 129 24.8% 0.20 [-0.05, 0.458] T
Subtotal {95% Cl) 120 129  24.8% 0.20 [-0.05, 0.45] e
Heterogeneity: Mot applicable
Testfor overall effect Z=1.55(FP=012)
3.3.2<52%
Rouillan 2008 -2 36 43 189 568 48 21.9% -0.02 [-0.42, 0.38] . E—
Takeuchi 2013 -3ar 31 13 28 30 196% -0.51 [-1.02, 0.00] e —
Wolavka 2000 -1.1 248 11 01 1.8 12 13.4% -0.48 [-1.31, 0.36] I R
Zhou 2018 -24 T4 v 37 BB 38 20.3% -0.86 [-1.34,-0.39] e —
Subtotal {95% Cl) 128 128 75.2% -0.45[-0.86, -0.04] e
Heterogeneity: Tau®=0.10; Chi#=7.32, df= 3 (P = 0.06); F=59%
Test for averall effect 2= 216 (P =0.03)
Total (95% Cl) 248 257 100.0% 0.20[0.72,0.13] —~ei
Heterogeneity: Tau®= 0.18; ChF=18.77, df= 4 (P=00004); F=79% 5_2 51 b 15 25
Testfor overall effect 2=1.35 P : 018 Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=7.01, df=1{P=0.008), F=857%

3.4 CGI-S

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.4.1>=52%
Wang 2010 -0.1 14 120 -0 1.4 1289 51.7% 0.08 [-0.17,0.33]
Subtotal {95% Cl) 120 129 51.7% 0.08 [-0.17,0.33]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.62 (P =0.53)
3.4.2 <52%
Takeuchi 2013 -0z 0F 31 0 06 30 143% -0.30 [-0.81, 0.20] E——
Yamanaouchi 2014 -01 088 10 0 1.06 B2 34.0% -0.13 [-0.44, 0.19] —
Subtotal (95% CI) 132 92  48.3% 0.18 [-0.44, 0.09] -~
Heterogeneity: Tau®= 0.00; Chi®=0.33, df=1 (P = 0.56), F=0%
Testfor overall effect: Z=1.29 {F =0.20)
Total {95% Cl) 252 221 100.0% -0.05 [-0.24, 0.15] *
Heterogeneity: Tau= 0.00; Chif= 2.21, df= 2 (P = 0.33); F= 9% =_2 =1 D 1= 2=
Testfor overall effect Z=10.46 (P = 0.65 Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=1.87 df=1 (P =017, F= 46.6%

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
41.1>=52%
YWang 2010 -0 28 120 -03 17 129 3% 0.08 [-0.15, 0.34]
Subtotal {95% Cl) 120 129 37.1% 0.09 [-0.15,0.34]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.74 (P = 0.46)
4.1.2 <52%
Rouillan 2008 -0z 14 43 03 23 48 274% -0.26 [-0.66, 0.14] —
Wolavka 2000 -0.1 1.8 11 03 1.5 12 11.59% -0.23 [-1.06, 0.59] I —
Zhou 2018 -1.4 3.5 ar 0.2 21 38 240% -0.55 [-1.01,-0.09] e
Subtotal {95% Cl) 97 98  62.9% -0.37 [-0.65, -0.08] -
Heterogeneity: Tau®= 0.00; Chi®= 098, df= 2 (P=061), F=0%
Test for averall effect Z= 254 (P =0.01)
Total (95% Cl) 217 227 100.0% 0.20 [-0.52, 0.12] il
Heterogeneity, Tau®= 0.06; Chif= 6.71, df= 3 (P = 0.08); F= 55% 5_2 51 ; 15 25

Favours dose reduction  Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1>=52%

Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicable

Testfor overall effect: Mot applicahle

4.2.2 <52%

Rouillan 2008 002 12 49 -004 16 48 1000% 0.04 [0.35, 0.44] i
Subtotal (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.21 (P =0.84)

Total {95% Cl) 49 48 100.0% 0.04 [-0.36, 0.44] "'

Heterogeneity: Mat applicahle

e _ -2 -1 0 1
Testfar overall eﬁec_t.Z— 0.2 {p= 0'84_) Favours dose reduction  Favours maintenance
Testfor subaroup differences: Not applicable
4.3 AIMS
Dose reduction Maintenance 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.3.1==52%
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mat applicahle
Testfor overall effect: Mot applicable
4.3.2 <52%
Rouillan 2008 01 16 48 -0d4 17 48 100.0% 018 [0.22, 0.58] :t
Subtotal {95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicahle
Testfor averall effect Z=0.89 (P = 0.38)
Total (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58] *
Heterogeneity: Mat applicakle 5_2 51 D 15
Testfor overall effec.t'Z: 083(P=0 38_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1>=52%
Subtotal (95% CI) 0 0 Hot estimable
Heterogeneity: Mot applicable
Testfor overall effect: Mot applicable
4.4.2 <52%
Takeuchi 2013 -08 17 31 01 1.2 30 423% -0.67 [-1.18,-0.15] —
Yamanaouchi 2014 -0.69 248 101 -018 449 B2 57.8% -0.14 [-0.46, 0.18] ——
Subtotal {95% CI) 132 92 100.0% -0.36 [-0.87, 0.15] —~ell—-—
Heterogeneity: Tau®= 0.09; Chi#= 2.91, df=1 (P = 0.04); F= 66%
Test for averall effect Z=140 (P =0.186)
Total (95% Cl) 132 92 100.0% 0.36 [-0.87, 0.15] —~eti——
Heterogeneity: Tau®=009; Chif= 291, df=1 (P =0.04); = 6% 5_2 I1 b ‘i
Testfor overall effect Z=1.40 (P=0.1 5_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Mot apnlicable
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.51>=52%
Wang 2010 3.2 a7 120 32 758 129 B1.2% 0.00 [-0.25, 0.25]
Subtotal {95% CI) 120 129 61.2% 0.00 [-0.25, 0.25]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.00 (P =1.00)
4.5.2 <52%
Rouillan 2008 012 441 43 04 36 48 238% -0.07 [-0.47,0.33] I
Takeuchi 2013 -03 27 31 -06 31 30 15.0% 0.10 [-0.40, 0.60] S
Subtotal (95% CI) 80 78 38.8% 0.00 [-0.32, 0.31] g
Heterogeneity: Tau®= 0.00; Chi"=0.28, df=1 (P=0.59), F=0%
Testfor overall effect: 2= 0.03 (P =0.98)
Total {95% Cl) 200 207 100.0% -0.00 [-0.20, 0.19] *
Heterogeneity: Tau®= 0.00; Chi®=0.28, df=2 (P = 0.87), F=0% 1_2 11 b 1:

Testfor overall effect Z=0.02 (P = 0.98)
Testfor subaroup differences: Chi*= 0.00, df=1 (P =0.98), F= 0%

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance

Std.

Mean Difference Std. Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.6.1 >=52%

Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Mot applicable

Test for averall effect: Mot applicable

4.6.2 <52%

Takeuchi 2013 T TA H -0.1 g 30 45.4% 0.93 [0.40, 1.48] —a—

Zhou 2018 98 137 37 36 1.5 38 546% 0.48[0.03, 0.95] ——

Subtotal {95% CI) 68 68 100.0% 0.69 [0.25,1.12] —~li—
Heterogeneity: Tau®=003; ChiF=1.52, df=1 (P =022}, F= 34%

Testfor overall effect Z=312 (P =0.002)

Total (95% Cl) 68 68 100.0% 0.69 [0.25,1.12] i
Heterageneity: Tau®= 0.03; Chit=1.52, df=1 (P = 0.22%; F= 34% 5_2 51 : 15 25

Testfor overall effect: £= 312 (P =0.002)
Testfor subgroup differences: Mot apnlicable

4.7 QOL

Dose reduction Maintenance

Favours maintenance Favours dose reduction

5td. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.71>=52%
Subtotal (95% CI) 0 0 Hot estimable
Heterogeneity: Mot applicable
Testfor overall effect Mot applicable
4.7.2 <52%
Rouillon 2008 1041 18.7 49 T.A 16.2 48 3% 016 [-0.24, 0.456] —
Takeuchi 2013 -0.008 0178 il 0.006 0122 30 196% -0.09 [-0.58, 0.41] I B
Yamanouchi 2014 0.0127 01865 101 -0.0002 0103 B2 40.3% 0.08 [-0.24, 0.40] T
Subtotal (95% CI) 181 140 100.0% 0.07 [-0.15,0.29]
Heterageneity: Tau®= 0.00; Chi*= 0.8, df=2 (P =0.74); F= 0%
Testfor overall effect Z=0.62 (P = 0.54)
Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29] ?

1]

Heterageneity: Tau®= 0.00; Chi*=0.58, df=2 (P =0.78); F= 0%
Testfor aoverall effect Z= 062 (P = 0.94)
Testfor suboroun differences: Mot annlicable

-2 -1 1 2
Favours maintenance Favours dose reduction

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;

CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal

Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



E. Duration of reduction

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 >2 months
Hogarty 1988 9 v G 33 15.4% 1.34 [0.53, 3.36] T
Inderhitzin 1994 5 20 4 17 121% 1.06[0.34, 3.34] e —
Johnson 1987 9 28 3 3M11.4% 3.32101.00,11.08] I
Rouillon 2008 4 44 3 48 8.9% 1.31[0.31,5.53] I E—
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 3.3% 1.09[0.08,15.41]
Zhou 2018 4 v G | 11T % 0.68[0.21,2.23] I
Subtotal {95% CI) 199 196 62.8% 1.32 [0.80, 217] D
Total events 32 23
Heterogeneity: Tau®=0.00; Chi*= 3.62, df =5 (P=061), F=0%
Testfar averall effect: Z2=1.07 (P = 0.28)
1.1.2 <=2 months
Kane 1983 26 G2 3 64 121% 8.95[2.85, 28.09] e —
Mewcamer 1992 3 14 1] 10 2.9% 513 [0.29, 89.47]
Takeuchi 2013 1 3 1 a0 3.2% 0.97 [0.06,14.78]
Wang 2010 149 120 1] 129 18.9% 2.04[0.99 4.21] |
Subtotal {95% CI) 227 233 31.2% 3.391.22,9.41] —l—
Total events 49 14
Heterogeneity. Tau®= 047, Chi*=567 df=3(P=013), F=47%
Testfor overall effect 2= 234 (P=0.02)
Total (95% CI) 426 429 100.0% 1.86 [1.11, 3.10] e
Total events =l ar
Heterogeneity: Tau®=0.23, Chi*=14.05, df=9 (P =012), F= 36% t t 1 |
Testforgovergll effect 7= 2I36 (P=0 02)' ( ’ 0.0 0.1 " : 10 100
- . o Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*= 2.66, df=1 (P=010), F=62.4%
1.2 Hospitalization
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
1.2.1 >2 months
Inderhitzin 1994 3 20 4 17 41.0% 0.64 [0.17, 2.46] —
Rouillon 2008 4 49 3 48 39.2% 1.31[0.31, 5.53] I | E—
Subtotal {95% CI) 69 65 80.2% 0.89 [0.33, 2.39] —li—
Total events 7 7
Heterogeneity: Tau®=0.00; Chi*=0.81, df=1 (P=0.48);, F=0%
Testfor overall effect Z=0.23 (F=0.82)
1.2.2 <=2 months
Kane 1983 7 62 a 64 19.8%  15481[0.90, 265.33] +
Takeuchi 2013 1] 1] 0 1] Mot estimable
Subtotal {95% CI) 62 64 19.8%  15.48 [0.90, 265.33] e —
Total events 7 0
Heterogeneity: Mot applicable
Testfor averall effect: Z2=1.89 (P = 0.06)
Total {95% CI) 131 129 100.0% 1.59 [0.34, 7.44] ——e—
Total events 14 7
Heterogeneity: Tau®=1.04; Chi*= 4.71, df= 2 (P = 0.09); F= 58% ID P 051 150 1DD=

Test for overall effect: £= 0559 (P = 0.56)

Testfor subaroup differences: Chi*=3.46, df=1 (P =006}, F=71.1%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.1.1 >2 months

Hogarty 1988 16 ar 14 33 M.2% 1.02 [0.59,1.74] —
Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 3 49 4 48 3.0% 073017, 3.11] ——
Uchida 2006 a 17 i} 17 Mot estimahle

Yolavka 2000 3 11 4 12 4.0% 0.82[0.23, 2.87] S E—
Yarmanouchi 2014 24 101 g 62 11.6% 1.84 [0.88, 3.84] T
Zhou 2018 4 ar G 38 45% 0.68[0.21,2.23] I —
Subtotal (95% CI) 272 227 44.3% 1.10 [0.75, 1.60] <

Total events a0 36

Heterogeneity: Tau®=0.00; Chi*= 312, df=4 (P=0.54);, F=0%
Testfor averall effect Z=0.48 (F = 0.63)

2.1.2 <=2 months

Hirschowitz 1997 0 8 a 16
MNewcamer 1992 3 14 0 10 0.8%
Takeuchi 2013 2 k| 5 30 26%
Wang 2010 44 120 41 129 52.4%
Subtotal (95% CI) 173 185 55.7%
Total events 49 46

Heterogeneity, Tau®=0.23; Chi*= 290, df=2 (P=023);, F= 3%
Testfor averall effect: 2= 0.06 (P = 0.95)

Mot estimahle
5.13[0.29, 89.57]
0.39 [0.08,1.84]
1.15[0.82,1.63]
1.03 [0.44, 2.39]

Total (95% CI) 445 412 100.0% 1.11 [0.86, 1.42] >
Total events 98 82
Heterogeneity: Tau®= 0.00; Chi*=6.01, df= 7 (P = 0.54); F= 0% ID P 051 150 1DD=
Testfor overall effec.t: Z=0.81 (p:. 0.42) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi*=0.02, df=1 (P =089, F=0%
2.2 Study discontinuation due to inefficacy
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.21 »2 months
Hogarty 1988 9 v G 33 24.3% 1.34 [0.53, 3.36] —
Hogarty 1995 2 28 3 28 T.0% 0.69 [0.12, 3.83] ]
Inderhitzin 1994 1] 20 0 17 Mot estimahle
Rouillon 2008 1] 49 0 48 Mot estimable
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 2.9% 1.09[0.08,15.41]
Yamanauchi 2014 3 1o 2 62 B.6% 0.92 [0.16, 5.36] —
Zhou 2018 4 v G 3| 147% 0.68[0.21,2.23] I p—
Subtotal {95% CI) 300 256 55.5% 0.98 [0.53,1.79] -
Total events 18 18
Heterogeneity: Tau®=0.00; Chi*=0.97 df=4 (P=091);, F=0%
Testfor averall effect: 2= 0.08 (F = 0.94)
2.2.2 <=2 months
Hirschowitz 1997 1] g 0 16 Mot estimable
Mewcamer 1992 3 14 1] 10 2.5% 513 [0.29, 89.47]
Takeuchi 2013 1 3 1 a0 2.8% 0.97 [0.06,14.78]
Wang 2010 149 120 10 129 39.2% 2.04[0.99 4.21] i
Subtotal {95% CI) 173 185 44.5% 2.05[1.04, 4.05] e
Total events 23 11
Heterogeneity: Tau®=0.00; Chi*=0.69, df=2 (P=071);, F=0%
Testfar averall effect: 2= 2.08 (F = 0.04)
Total (95% CI) 473 441 100.0% 1.36 [0.86, 2.14] -
Total events 42 29
Heterogeneity: Tau= 0.00; Chi*= 4.23, df=7 (P = 0.75); F= 0% ID o 051 150 1DD=

Testfor overall effect Z=1.32 (F=0.19)

Testfor subaroup differences: Chi*= 2.56, df=1 (P =011}, F=61.0%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.3.1 >2 months

Hogarty 19495 1] 28 u] 24 Mot estimable

Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 2 44 1 48 13.8% 1.96 [0.18, 20.90]

Uchida 2006 1] 17 0 17 Mot estimable

Yamanouchi 2014 1] 1m 0 62 Mot estimable

Zhou 2018 1] ar 0 38 Mot estimable

Subtotal (95% CI) 252 211 13.8% 1.96 [0.18, 20.90] — R —
Total events 2 1

Heterogeneity: Mot applicable

Test for averall effect: 2= 0.56 (P = 0.58)

2.3.2 <=2 months

Hirschowitz 1997 1] g 0 16 Mot estimable

Takeuchi 2013 1] M 0 30 Mot estimable

Wang 2010 8 120 8 128 862% 1.07 [0.42,2.77] i
Subtotal {95% CI) 159 175  86.2% 1.07 [0.42, 2.77]

Total events 8 2

Heterogeneity: Mot applicable

Testfor averall effect Z=0.15 (P = 0.88)

Total (95% CI) 411 386 100.0% 1.17 [0.48, 2.82] i
Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P= 064}, F=0%

0.1

10

0.01 100
Testfor overall effec.t: Z£=0.35 (p:. 0.73) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=0.21, df=1 (P = 0.64), F=0%
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 >2 months
Rouillon 2008 -5.4 10 43  -64 184 48 17.8% 0.07 [-0.33, 0.47] I e —
Walavka 2000 -6.1 8.2 11 -320 114 12 10.7% -0.28 [-1.10, 0.54] e e E—
Yamanouchi 2014 -0.8 317 1M -1 5481 62 19.2% 0.14 [-0.17, 0.46] I
Zhou 2018 -6.8 g ar 348 9.5 38 161% -1.16 [1.65,-0.67] e —
Subtotal (95% CI) 108 160 63.8% -0.29 [-0.90, 0.32] ——en
Heterogeneity: Tau®= 0.31; Chi*= 20.72, df= 3 (P = 0.0001); F = 86%
Test for overall effect 2= 0.94 (P = 0.35)
3.1.2 <=2 months
Takeuchi 2013 -6.7 103 31 -6.7 6.9 30 15.9% -0.11 [F0.61, 0.39] e
‘Wang 2010 1.3 143 1200 -1.2 1387 128 203% 0.18[-0.07, 0.43] T
Subtotal (95% CI) 151 159 36.2% 0.12 [-0.11, 0.35] B
Heterageneity: Tau®= 0.00; Chi*=1.02, df=1{F =031}, F= 2%
Test for averall effect 2=1.02 (P =0.31)
Total {95% CI) 349 319 100.0% -0.16 [-0.53, 0.21] *
Heterogeneity: Tau®= 0.16; Chi*= 24.76, df= 5 (P = 0.0002); F= 80% ' t 1 t |
Test for averall efiect Z= 0.84 (P = 0.40) = g B .1 z
- . o Favours dose reduction  Favours maintenance
Test for subaroup differences: Chi*=1.83, df=1 (P=0.22), F=34.6%
3.2 Positive symptoms
Dose reducti Maints Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
3.2.1 2 months
Rouillan 2008 -08 27 43 -09 51 48 224% 0.02 [-0.37, 0.43] [ —
Yalavka 2000 -18 448 11 -1 28 0 12 TaE% -0.12 [-0.94, 0.70] I —
Zhou 2018 -18 3.8 v -0z 22 38 187% -0.54 [-1.01,-0.08] -
Subtotal (95% CI) a7 98 48.8% -0.22 [-0.61, 0.17] ~ell—
Heterogeneity: Tau®= 0.05; Chi®=3.38, df= 2 (P=0.18); F= 41%
Testfor averall effect Z=1.08 (P =0.27)
3.2.2 <=2 months
Takeuchi 2013 -1 2 H -4 28 30 16.6% 0.16 [-0.34, 0.67] I B —
YWang 2010 05 48 120 0 447 129 346% 0.11 [-0.14, 0.36] —TE—
Subtotal {95% Cl) 151 159  51.2% 0.12 [-0.10,0.34] -
Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P =0.88), F=0%
Testfor overall effect: Z=1.04 (P =0.30)
Total {95% Cl) 248 257 100.0% -0.04 [-0.29, 0.21] *
Heterageneity: Tau®= 0.03; Chi*= 6.55, df= 4 (P = 0163 F= 39% 5_2 51 ; 15 2

Testfor averall effect Z=033 P =074

Testfor subaroup differences: Chi*= 215 df=1 (P=014), F=53.4%

Favours dose reduction Favours maintenance



3.3 Negative symptoms

Dose reduction

Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.3.1 2 months
Rouillon 2008 -2 3.6 49 19 56 48 21.9% -0.02 [-0.42, 0.38] I E—
Waolavka 2000 -1 248 11 o1 1.8 12 13.4% -0.48 [1.31, 0.36] — 1
Zhou 2018 -24 74 ar 37 BB 38 20.3% -0.86 [-1.34,-0.39] e
Subtotal {95% Cl) 97 98  55.7% -0.44 [1.02, 0.15] —ei———
Heterogeneity: Tau®=019; ChF=7.14, df=2 (P= 003}, F=72%
Testfor overall effect Z=1.47 (P=0.14)
3.3.2 <=2 months
Takeuchi 2013 -3ar 31 13 28 30 196% -0.51 [-1.02, 0.00] e —
YWang 2010 -08 38 120 1.3 419 129 24.8% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 151 159  44.3% 0.12 [-0.81, 0.57] ——e i
Heterogeneity: Tau®=0.21; Chif=5.95 df=1 (P=0.01), F=83%
Testfor overall effect: =034 (P=0.73)
Total {95% Cl) 248 257 100.0% 0.29 [-0.72,0.13] ——
Heterogeneity: Tau®= 0.18; ChF=18.77, df = 4 (F= 0.0008); F= 79% =_2 1 : 1 2=
Testfor overall effect 7=1.35 (P=018) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*= 047 df=1{P=048), F=0%

3.4 CGI-S

Dose reduction Maintenance 5td. Mean Difference 5td. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 »2 months
Yamanaouchi 2014 -01 088 10 0 1.06 B2 34.0% -0.13 [-0.44, 0.19]
Subtotal (95% CI) 101 62 34.0% 0.13 [-0.44, 0.19]
Heterogeneity: Mot applicable
Testfor averall effect Z=079{P=043)
3.4.2 ==2 months
Takeuchi 2013 -0.2 0.7 Kl 0 06 30 14.3% -0.30 [0.81, 0.20] I
Wiang 2010 -0.1 14 120 -0 1.4 129 81.7% 0.08 [-0.17, 0.33] .:
Subtotal {95% Cl) 151 159  66.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi#=1.76, df=1 (F=018); F=43%
Testfor overall effect: £= 0.26 (P = 0.80)
Total {95% Cl) 252 221 100.0% -0.05 [-0.24,0.15] *
Heterageneity: Tau®= 0.00; Chit= 2.21, df= 2 (P = 0.33); F= 9% 5_2 51 1 15 25
Testfor overall effect: 2= 0.46 (P = 0.6% Favours dose reduction  Favours maintenance
Testfor subaroup differences: Chi*= 011, df=1 (P=0.74), F=0%

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1>2 months
Rouillon 2008 -0.2 1.4 44 03 23 48 27.4% -0.26 [-0.66, 0.14] —
Wolavka 2000 -01 1.8 11 03 15 12 11.5% -0.23 [-1.06, 0.549] — ]
Zhou 2018 14 38 ar 0z 21 38 240% -0.85 [-1.01,-0.09] —
Subtotal {95% Cl) 97 98  62.9% -0.37 [-0.65, -0.08] -
Heterogeneity: Tau®= 0.00; ChF= 0.98, df= 2 (P = 0.61); F= 0%
Testfor overall effect Z=2.54 (P=0.01)
4.1.2 <=2 months
YWang 2010 -0 28 120 -03 17 129 3% 0.08 [-0.15, 0.34] —
Subtotal (95% CI) 120 129 37.1% 0.09 [-0.15, 0.34] -
Heterogeneity: Mot applicable
Testfor overall effect: £=0.74 (P = 0.46)
Total (95% Cl) 217 227 100.0% 0.20 [-0.52, 0.12] i
Heterogeneity: Tau?= 0.06; Chf= 6.71, df= 3 (P = 0.08); F= 55% 5_2 1 5 1 25

Testfor overall effect Z=1.20(F=0.23)

Testfor subaroup differences: Chi*= 574, df=1 (P =0.02), P= 82.6%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 »2 months

Rouillon 2008 0.02 1.2 49 -0.04 16 48 100.0% 0.04 [-0.36, 0.44]

Subtotal (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (P = 0.84)

4.2.2 <=2 months

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Testfor overall effect: Mot applicahle

Not estimable

Total {95% Cl) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicable I_2 I1 ; 1! 2!
Testfar overall eﬁec_t:Z: 0.2 {p= 0'84_) Favours dose reduction  Favours maintenance
Testfor subaroup differences: Not applicable
4.3 AIMS
Dose reduction Maintenance 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.3.1 >2 months
Rouillan 2008 01 16 43 -04 17 48 100.0% 0.18 [-0.22, 0.58]
Subtotal (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicable
Testfor overall effect Z=0.89 (P = 0.38)
4.3.2 <=2 months
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mat applicahle
Test for averall effect: Mot applicahle
Total (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicakle 5_2 51 D 15 25
Testfor overall effec.t'Z: 083(P=0 38_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1 2 months
Yamanaouchi 2014 -0.69 248 101 -018 489 B2 &7.8% -0.14 [-0.46, 0.18]
Subtotal (95% CI) 101 62 57.8% -0.14 [-0.46, 0.18]
Heterogeneity: Mot applicable
Test for averall effect Z= 087 (P =0.38)
4.4.2 ==2 months
Takeuchi 2013 -0.4 1.7 H o1 1.2 0 42.2% -0.67 [-1.19,-0.15] —a—
Subtotal {95% CI) 3 30 42.2% -0.67 [1.19,-0.15] —at—
Heterogeneity: Mot applicable
Test for averall effect Z= 254 (P =0.01)
Total (95% Cl) 132 92 100.0% 0.36 [-0.87, 0.15] —~eti——
Heterogeneity: Tau®= 0.09; Chif= 2.91, df=1 (P = 0.09); F = GG6% 5_2 |1 b ,i 25
Testfor overall effect Z=1.40 P : 0.18) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=2.91, df=1 (P =0.09), P=65.7%
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.1 2 months
Roauillon 2008 0.1z 4.1 44 04 36 48 23.8% -0.07 [-0.47,0.33]
Subtotal {95% CI) 49 48  23.8% -0.07 [-0.47,0.33]
Heterogeneity: Mot applicahble
Testfor averall effect Z=035{FP =072
4.5.2 <=2 months
Takeuchi 2013 -03 27 31 -06 31 30 15.0% 0.10 [-0.40, 0.60] e —
YWang 2010 32 57 120 32 78 129 B1.2% 0.00 [-0.25, 0.25] t
Subtotal (95% CI) 151 159 76.2% 0.02 [-0.20, 0.24]
Heterogeneity: Tau®=0.00; Chif=013, df=1(P=072), F=0%
Testfor overall effect: Z= 018 {F = 0.86)
Total {95% Cl) 200 207 100.0% -0.00 [-0.20, 0.19] *
Heterogeneity: Tau®= 0.00; Chif= 0.28, df= 2 (P = 0.87); F= 0% =_2 =1 D 1= 2=

Testfor overall effect Z=0.02 (P = 0.98)

Testfor subaroup differences: Chi*= 016, df=1 (P =06, F=0%

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.6.1 >2 months
Zhou 2018 9.8 137 37 36 115 38 546% 0.49 [0.03, 0.95] ——
Subtotal {95% Cl) 37 38 54.6% 0.49 [0.03, 0.95] i
Heterogeneity: Mot applicable
Test for averall effect 2= 2.07 (P =0.04)
4,6.2 <=2 months
Takeuchi 2013 I a1t -01 8 30 454% 0.93[0.40, 1.46] —
Subtotal {95% Cl) 3 30 45.4% 0.93 [0.40, 1.46] —~ali—
Heterogeneity: Mot applicable
Testfor overall effect: Z= 3.43 (P = 0.0008)
Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] i
Heterageneity: Tau®= 0.03; Chit=1.52, df=1 (P = 0.22%; F= 34% 5_2 51 : 15 25

Testfor overall effect: £= 312 (P =0.002)
Testfor subaroup differences: Chi*=1.52 df=1 (P=0.22), F= 34.4%

4.7 QOL

Dose reduction Maintenance

5td. Mean Difference

Favours maintenance Favours dose reduction

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.7.1 >2 months

Rouillon 2008 101 16.7 49 7.8 16.2 48 311% 016 [-0.24, 0.56]
Yamanouchi 2014 00127 01865 101 -0.0002 0.1103 62 49.3% 0.08 [-0.24, 0.40]
Subtotal (95% CI) 150 110  80.4% 0.11 [-0.14, 0.36]
Heterageneity: Tau®=0.00; Chi*=0.08, df=1 (P =0.77); F= 0%

Testfor overall effect Z=0.86 (P = 0.39)

4.7.2 <=2 months

Takeuchi 2013 -0.oog 0478 H 0.oos 0122 30 196% -0.08 [-0.58, 0.41]
Subtotal (95% CI) kA 30 19.6% -0.09 [-0.59, 0.41]
Heterageneity: Mot applicable

Testfor overall effect Z=035(F=072)

Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29]

Heterageneity: Tau®= 0.00; Chi*=0.58, df=2 (P =0.78); F= 0%
Testfor aoverall effect Z= 062 (P = 0.94)
Testfor suboroun diferences: Chif= 048, df= 1 (F= 048, F=0%

\
-1 1] 1 2
Favours maintenance Favours dose reduction

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;

CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal

Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



F. Speed of reduction

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
1.1.1 <6.5%/week
Hogarty 1988 9 v G 33 17.6% 1.34 [0.53, 3.36] T
Inderhitzin 1994 5 20 4 17 14.2% 1.06[0.34, 3.34] e —
Rouillon 2008 4 44 3 48 10.8% 1.31[0.31,5.53] e —
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 4.3% 1.09[0.08,15.41]
Zhou 2018 4 v G 38 13.8% 0.68[0.21,2.23] I —
Subtotal {95% CI) 171 165 60.7% 1.08 [0.62,1.88] -
Total events 23 20
Heterogeneity: Tau®=0.00; Chi*=0.85 df=4 (P=093);, F=0%
Testfor overall effect Z=0.28 (F=0.78)
1.1.2 >=6.5%/week
Kane 1983 26 G2 3 64 14.3% 8.95[2.85, 28.09] e —
Takeuchi 2013 1 3 1 a0 4.1% 0.97 [0.06,14.78]
Wang 2010 149 120 10 129 21.0% 2.04[0.899 4.21] T
Subtotal {95% CI) 213 223 30.3% 3.20 [0.93, 11.00] - —
Total events 46 14
Heterogeneity: Tau®=0.71; Chi*= 543, df= 2 (P = 0.06);, F= 64%
Testfar averall effect 2=1.84 (F=0.07)
Total (95% CI) iB4 388 100.0% 1.65 [0.92, 2.98] -
Total events 64 34
Heterogeneity: Tau= 0.29; Chi*=12.587, df= 7 (P = 0.08); F= 44% ID P 051 150 1DD=
Testfor overall effec.t: =167 (p:. 010 Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 246, di=1 (P=012), F=59.3%
1.2 Hospitalization
Dose reduction Maintenance Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 <6.5%/week
Inderhitzin 1994 3 20 4 17 41.0% 0.64 [017, 2.46] —
Rouillon 2008 4 44 3 48 39.2% 1.31[0.31,5.53] —
Subtotal {95% CI) 69 65 80.2% 0.89 [0.33, 2.39] i
Total events 7 7
Heterogeneity: Tau®=0.00; Chi*=0.81, df=1 (P=0.48);, F=0%
Testfor overall effect Z=0.23 (F=0.82)
1.2.2 >=6.5%/week
Kane 1983 7 G2 1] B4 19.8%  15.48[0.90, 265.33] +
Takeuchi 2013 1] 1] 0 1] Mot estimable
Subtotal (95% CI) 62 64 19.8%  15.48[0.90, 265.33] e —
Total events 7 0
Heterogeneity: Mot applicable
Testfor averall effect: Z2=1.89 (P = 0.06)
Total (95% CI) 131 129 100.0% 1.59 [0.34, 7.44] ——e
Total events 14 7

TR rnE = _ _ . \ \ y )
Heterogeneity: Tau®=1.04; Chi*=4.71, df= 2 (F=0.09); F= 58% '0.01 Df1 1'0 100'

Testfor averall effect: 2= 0.59 (P = 0.56)

Testfor subaroup differences: Chi*=3.46, df=1 (P =006}, F=71.1%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 =6.5%/week

Hogarty 1988 16 v 14 33 21.4% 1.02[0.59,1.748] -
Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 3 44 4 48 3.0% 073017, 311] —
Uchida 2006 1] 17 0 17 Mot estimable

Wolavka 2000 3 11 4 12 4.0% 0.82[0.23, 2.87] S
Yamanauchi 2014 24 1o g 62 11.7% 1.84 [0.88, 3.84] T
Zhou 2018 4 v G 38 4.5% 0.68[0.21,2.23] I —
Subtotal {95% CI) 272 227 44.6% 1.10 [0.75, 1.60] <

Total events a0 36

Heterogeneity: Tau®=0.00; Chi*= 312, df=4 (P=0.54);, F=0%
Testfor averall effect Z=0.48 (F = 0.63)

2.1.2 >=6.5%week

Hirschowitz 1997 1] g 0 16 Mot estimable
Takeuchi 2013 2 k| 5 30 26% 0.39 [0.08,1.84]
Wang 2010 44 120 41 129 528% 1.15[0.82,1.63]
Subtotal (95% CI) 159 175  55.4% 0.88 [0.34, 2.23]
Total events 46 46

Heterogeneity: Tau®= 027, Chi*=1.82, df=1 (F=018);, F= 45%
Testfor overall effect Z=0.27 (P =0.78)

Total (95% CI) 431 402 100.0% 1.10 [0.85, 1.41] >
Total events 96 g2
Heterogeneity: Tau®=0.00; Chi®= 4.89, df=6 (P = 0.56), F=0% t t 1 |
Testforgovergll effect 7= DI.TQ P= D.4TI) ( g 0.01 0.1 " : 10 100
8 i Favours dose reduction Favours maintenance
Testfor subgroup differences: Chif= 019, df=1 (P=067), F=0%
2.2 Study discontinuation due to inefficacy
Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.2.1 =6.5%/week
Hogarty 1988 ] ar G 33 249% 1.34 [0.53, 3.36] — T
Hogarty 1995 2 28 3 28 T.2% 0.69 [0.12, 3.83] ]
Inderhitzin 1994 1] 20 0 17 Mot estimable
Rouillon 2008 1] 49 0 48 Mot estimable
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 3.0% 1.09[0.08,15.41]
Yamanauchi 2014 3 1o 2 62 6.8% 0.92 [0.16, 5.36] —
Zhou 2018 4 ar G 38 151% 0.68[0.21,2.23] L
Subtotal {95% CI) 300 256 57.0% 0.98 [0.53,1.79] -
Total events 19 18
Heterogeneity: Tau®=0.00; Chi®=0.97, df=4 (F=0491) F=0%
Testfor averall effect: 2= 0.08 (F = 0.94)
2.2.2 >=6.5%/week
Hirschowitz 1997 1] g 0 16 Mot estimable
Takeuchi 2013 1 3 1 a0 2.8% 0.97 [0.06,14.78]
Wang 2010 149 120 10 129 40.2% 2.04[0.99 4.21] i
Subtotal (95% CI) 159 175 43.0% 1.94 [0.97, 3.92] -
Total events 20 11
Heterogeneity: Tau®=0.00; Chi*=0.27 df=1 (P=060); F=0%
Test for averall effect: Z=1.86 (P = 0.06)
Total (95% CI) 459 431 100.0% 1.31 [0.83, 2.08] -
Total events 39 29
e TR = PR _ _ R | \ y )
Heterogeneity: Tau®=0.00; Chi®= 3.36, df=6 (P =0.76);, F= 0% 'D.D1 Df1 1-D 1DD'

Testfor averall effect Z=1.16 (P = 0.25)
Testfor subaroup differences: Chi*= 213, df=1 (P=014), F=53.0%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.3.1 =6.5%/week

Hogarty 19495 1] 28 u] 24 Mot estimable

Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 2 44 1 48 13.8% 1.96 [0.18, 20.90]

Uchida 2006 1] 17 0 17 Mot estimable

Yamanouchi 2014 1] 1m 0 62 Mot estimable

Zhou 2018 1] ar 0 38 Mot estimable

Subtotal (95% CI) 252 211 13.8% 1.96 [0.18, 20.90] — R —
Total events 2 1

Heterogeneity: Mot applicable

Test for averall effect: 2= 0.56 (P = 0.58)

2.3.2 >=6.5%/week

Hirschowitz 1997 1] g 0 16 Mot estimable

Takeuchi 2013 1] M 0 30 Mot estimable

Wang 2010 8 120 8 128 862% 1.07 [0.42,2.77] i
Subtotal {95% CI) 159 175  86.2% 1.07 [0.42, 2.77]

Total events 8 2

Heterogeneity: Mot applicable

Testfor averall effect Z=0.15 (P = 0.88)

Total (95% CI) 411 386 100.0% 1.17 [0.48, 2.82] i
Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P= 064}, F=0%

0.1

10

0.01 100
Testfor overall effec.t: Z£=0.35 (p:. 0.73) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=0.21, df=1 (P = 0.64), F=0%
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 <6.5%week
Rouillon 2008 -5.4 10 43  -64 184 48 17.8% 0.07 [-0.33, 0.47] I e —
Walavka 2000 -6.1 8.2 11 -320 114 12 10.7% -0.28 [-1.10, 0.54] e e E—
Yamanouchi 2014 -0.8 317 1M -1 5481 62 19.2% 0.14 [-0.17, 0.46] I
Zhou 2018 -6.8 g ar 348 9.5 38 161% -1.16 [1.65,-0.67] e —
Subtotal (95% CI) 108 160 63.8% -0.29 [-0.90, 0.32] ——en
Heterogeneity: Tau®= 0.31; Chi*= 20.72, df= 3 (P = 0.0001); F = 86%
Test for overall effect 2= 0.94 (P = 0.35)
3.1.2 >=6.5%week
Takeuchi 2013 -6.7 103 31 -6.7 6.9 30 15.9% -0.11 [F0.61, 0.39] e
‘Wang 2010 1.3 143 1200 -1.2 1387 128 203% 0.18[-0.07, 0.43] T
Subtotal (95% CI) 151 159 36.2% 0.12 [-0.11, 0.35] B
Heterageneity: Tau®= 0.00; Chi*=1.02, df=1{F =031}, F= 2%
Test for averall effect 2=1.02 (P =0.31)
Total {95% CI) 349 319 100.0% -0.16 [-0.53, 0.21] *
Heterogeneity: Tau®= 0.16; Chi*= 24.76, df= 5 (P = 0.0002); F= 80% ' t 1 t |
Test for averall efiect Z= 0.84 (P = 0.40) = g B .1 z
- . o Favours dose reduction  Favours maintenance
Test for subaroup differences: Chi*=1.83, df=1 (P=0.22), F=34.6%
3.2 Positive symptoms
Dose reducti Maints Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
3.2.1 <6.5%/week
Rouillan 2008 -08 27 43 -09 51 48 224% 0.02 [-0.37, 0.43] [ —
Yalavka 2000 -18 448 11 -1 28 0 12 TaE% -0.12 [-0.94, 0.70] I —
Zhou 2018 -18 3.8 v -0z 22 38 187% -0.54 [-1.01,-0.08] -
Subtotal (95% CI) a7 98 48.8% -0.22 [-0.61, 0.17] ~ell—
Heterogeneity: Tau®= 0.05; Chi®=3.38, df= 2 (P=0.18); F= 41%
Testfor averall effect Z=1.08 (P =0.27)
3.2.2 >=6.5%/week
Takeuchi 2013 -1 2 H -4 28 30 16.6% 0.16 [-0.34, 0.67] I B —
YWang 2010 05 48 120 0 447 129 346% 0.11 [-0.14, 0.36] —TE—
Subtotal {95% Cl) 151 159  51.2% 0.12 [-0.10,0.34] -
Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P =0.88), F=0%
Testfor overall effect: Z=1.04 (P =0.30)
Total {95% Cl) 248 257 100.0% -0.04 [-0.29, 0.21] *
Heterageneity: Tau®= 0.03; Chi*= 6.55, df= 4 (P = 0163 F= 39% 5_2 51 ; 15 2

Testfor averall effect Z=033 P =074

Testfor subaroup differences: Chi*= 215 df=1 (P=014), F=53.4%

Favours dose reduction Favours maintenance



3.3 Negative symptoms

Dose reduction

Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.3.1 <6.5%/week
Rouillon 2008 -2 3.6 49 19 56 48 21.9% -0.02 [-0.42, 0.38] I E—
Waolavka 2000 -1 248 11 o1 1.8 12 13.4% -0.48 [1.31, 0.36] — 1
Zhou 2018 -24 74 ar 37 BB 38 20.3% -0.86 [-1.34,-0.39] e
Subtotal {95% Cl) 97 98  55.7% -0.44 [1.02, 0.15] —ei———
Heterogeneity: Tau®=019; ChF=7.14, df=2 (P= 003}, F=72%
Testfor overall effect Z=1.47 (P=0.14)
3.3.2 >=6.5%week
Takeuchi 2013 -3ar 31 13 28 30 196% -0.51 [-1.02, 0.00] e —
YWang 2010 -08 38 120 1.3 419 129 24.8% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 151 159  44.3% 0.12 [-0.81, 0.57] ——e i
Heterogeneity: Tau®=0.21; Chif=5.95 df=1 (P=0.01), F=83%
Testfor overall effect: =034 (P=0.73)
Total {95% Cl) 248 257 100.0% 0.29 [-0.72,0.13] ——
Heterogeneity: Tau®= 0.18; ChF=18.77, df = 4 (F= 0.0008); F= 79% =_2 1 : 1 2=
Testfor overall effect 7=1.35 (P=018) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*= 047 df=1{P=048), F=0%

3.4 CGI-S

Dose reduction Maintenance 5td. Mean Difference 5td. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 <6.5%week
Yamanaouchi 2014 -01 088 10 0 1.06 B2 34.0% -0.13 [-0.44, 0.19]
Subtotal (95% CI) 101 62 34.0% 0.13 [-0.44, 0.19]
Heterogeneity: Mot applicable
Testfor averall effect Z=079{P=043)
3.4.2 >=6.5%/week
Takeuchi 2013 -0.2 0.7 Kl 0 06 30 14.3% -0.30 [0.81, 0.20] I
Wiang 2010 -0.1 14 120 -0 1.4 129 81.7% 0.08 [-0.17, 0.33] ‘:
Subtotal {95% Cl) 151 159  66.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi#=1.76, df=1 (F=018); F=43%
Testfor overall effect: £= 0.26 (P = 0.80)
Total {95% Cl) 252 221 100.0% -0.05 [-0.24,0.15] *
Heterageneity: Tau®= 0.00; Chit= 2.21, df= 2 (P = 0.33); F= 9% 5_2 51 1 15 25
Testfor overall effect: 2= 0.46 (P = 0.6% Favours dose reduction  Favours maintenance
Testfor subaroup differences: Chi*= 011, df=1 (P=0.74), F=0%

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 <6.5%/week
Rouillon 2008 -0.2 1.4 44 03 23 48 27.4% -0.26 [-0.66, 0.14] —
Wolavka 2000 -01 1.8 11 03 15 12 11.5% -0.23 [-1.06, 0.549] — ]
Zhou 2018 14 38 ar 0z 21 38 240% -0.85 [-1.01,-0.09] —
Subtotal {95% Cl) 97 98  62.9% -0.37 [-0.65, -0.08] -
Heterogeneity: Tau®= 0.00; ChF= 0.98, df= 2 (P = 0.61); F= 0%
Testfor overall effect Z=2.54 (P=0.01)
4.1.2 >=6.5%week
YWang 2010 -0 28 120 -03 17 129 3% 0.08 [-0.15, 0.34] —
Subtotal (95% CI) 120 129 37.1% 0.09 [-0.15, 0.34] -
Heterogeneity: Mot applicable
Testfor overall effect: £=0.74 (P = 0.46)
Total (95% Cl) 217 227 100.0% 0.20 [-0.52, 0.12] i
Heterogeneity: Tau?= 0.06; Chf= 6.71, df= 3 (P = 0.08); F= 55% 5_2 1 5 1 25

Testfor overall effect Z=1.20(F=0.23)

Testfor subaroup differences: Chi*= 574, df=1 (P =0.02), P= 82.6%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 <6.5%week

Rouillon 2008 0.02 1.2 49 -0.04 16 48 100.0% 0.04 [-0.36, 0.44]

Subtotal (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (P = 0.84)

4.2.2 >=6.5%week

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Testfor overall effect: Mot applicahle

Not estimable

Total {95% Cl) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterageneity: Mat applicable 5_2 51 ; 15 25
Testfar overall eﬁec_t:Z: 0.2 {p= 0'84_) Favours dose reduction  Favours maintenance
Testfor subaroup differences: Not applicable
4.3 AIMS
Dose reduction Maintenance 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.3.1 <6.5% \week
Rouillan 2008 01 16 43 -04 17 48 100.0% 0.18 [-0.22, 0.58]
Subtotal (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicable
Testfor overall effect: Z=0.89 (P = 0.38)
4.3.2 »=6.5%week
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mat applicahle
Test for averall effect: Mot applicahle
Total (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicakle 5_2 51 D 15 25
Testfor overall effec.t'Z: 083(P=0 38_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1 <6.5%week
Yamanaouchi 2014 -0.69 248 101 -018 489 B2 &7.8% -0.14 [-0.46, 0.18]
Subtotal (95% CI) 101 62 57.8% -0.14 [-0.46, 0.18]
Heterogeneity: Mot applicable
Test for averall effect Z= 087 (P =0.38)
4.4.2 >=6.5%week
Takeuchi 2013 -0.4 1.7 H o1 1.2 0 42.2% -0.67 [-1.19,-0.15] —a—
Subtotal {95% CI) 3 30 42.2% -0.67 [1.19,-0.15] —at—
Heterogeneity: Mot applicable
Test for averall effect Z= 254 (P =0.01)
Total (95% Cl) 132 92 100.0% 0.36 [-0.87, 0.15] —~eti——
Heterogeneity: Tau®= 0.09; Chif= 2.91, df=1 (P = 0.09); F = GG6% 5_2 |1 b ,i 25
Testfor overall effect Z=1.40 P : 0.18) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=2.91, df=1 (P =0.09), P=65.7%
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.1 <6.5%week
Roauillon 2008 0.1z 4.1 44 04 36 48 23.8% -0.07 [-0.47,0.33]
Subtotal {95% CI) 49 48  23.8% -0.07 [-0.47,0.33]
Heterogeneity: Mot applicable
Testfor averall effect Z=035{FP =072
4.5.2 >=6.5%week
Takeuchi 2013 -03 27 31 -06 31 30 15.0% 0.10 [-0.40, 0.60] e —
YWang 2010 32 57 120 32 78 129 B1.2% 0.00 [-0.25, 0.25] t
Subtotal (95% CI) 151 159 76.2% 0.02 [-0.20, 0.24]
Heterogeneity: Tau®=0.00; Chif=013, df=1(P=072), F=0%
Testfor overall effect: Z= 018 {F = 0.86)
Total {95% Cl) 200 207 100.0% -0.00 [-0.20, 0.19] *
Heterogeneity: Tau®= 0.00; Chif= 0.28, df= 2 (P = 0.87); F= 0% =_2 =1 D 1= 2=

Testfor overall effect Z=0.02 (P = 0.98)

Testfor subaroup differences: Chi*= 016, df=1 (P =06, F=0%

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.6.1 <6.5%week
Zhou 2018 9.8 137 37 36 115 38 546% 0.49 [0.03, 0.95] ——
Subtotal {95% CI) 37 38 54.6% 0.49 [0.03, 0.95] i
Heterogeneity: Mot applicable
Test for averall effect 2= 2.07 (P =0.04)
4.6.2 >=6.5%week
Takeuchi 2013 7T 31 -04 8 30 454% 0.93 [0.40, 1.46] —
Subtotal {95% CI) 3 30 45.4% 0.93 [0.40, 1.46] —~ali—
Heterogeneity: Mot applicable
Testfor overall effect: Z= 3.43 (P = 0.0008)
Total (95% Cl) 68 68 100.0% 0.69 [0.25,1.12] i
Heterageneity: Tau®= 0.03; Chit=1.52, df=1 (P = 0.22%; F= 34% 5_2 51 : 15 25

Testfor overall effect: £= 312 (P =0.002)
Testfor subaroup differences: Chi*=1.52 df=1 (P=0.22), F= 34.4%

4.7 QOL

Dose reduction Maintenance

5td. Mean Difference

Favours maintenance Favours dose reduction

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.7.1 <6.5%/week

Rouillon 2008 101 16.7 49 7.8 16.2 48 311% 016 [-0.24, 0.56]
Yamanouchi 2014 00127 01865 101 -0.0002 0.1103 62 49.3% 0.08 [-0.24, 0.40]
Subtotal (95% CI) 150 110  80.4% 0.11 [-0.14, 0.36]
Heterageneity: Tau®=0.00; Chi*=0.08, df=1 (P =0.77); F= 0%

Testfor overall effect Z=0.86 (P = 0.39)

4.7.2 >=6.5%week

Takeuchi 2013 -0.oog 0478 H 0.oos 0122 30 196% -0.08 [-0.58, 0.41]
Subtotal (95% CI) kA 30 19.6% -0.09 [-0.59, 0.41]
Heterageneity: Mot applicable

Testfor overall effect Z=035(F=072)

Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29]

Heterageneity: Tau®= 0.00; Chi*=0.58, df=2 (P =0.78); F= 0%
Testfor aoverall effect Z= 062 (P = 0.94)
Testfor suboroun diferences: Chif= 048, df= 1 (F= 048, F=0%

\
-1 1] 1 2
Favours maintenance Favours dose reduction

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;

CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal

Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



